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I 8ra 0n6los9ng: 8 progmm for a ryarpcrsiujin on soraatic cell variaW3n that I 
thought might bu of SmfB pi&ale* ix&m-W% to you. The topic, of courrre, 
impinges directly on the ertuMI of fwkour, but I have to my that nothing 
very st8rtl* 08mu out of this p8rtieul8r m0uting. It my be of 8mJM 
ultim8te signifioanoe in the ohwtherapp of QQI1CG?I" that 60 many tuBorE. do 
have abnoti ohrcrwoeomu coaetitutiona csapeoiaUy aftrarthey- have ahown 
#3ome dsgrcse of nec&plaetic prognscfon. This is brought about erspetci6ll.y 
in the oontributionm by &wshka and Ford. 

The only otheritmthatI war&tad to bring up atthietime hw to do wi.t;n 
the microbiological evaluation of ljotential tumr &e&s. h;;ertainly the 
inhibition of growth in an appropri8ta system wmld be the simplwt b;emris 
for an amay, but one Sri&h find that thiar failed for some pmafble 
materials. I wwld like to remind you of an alternativs approach which 1 
think raay have bean brought up before but is sore per%inez-it at the present 
time. Du my have bemm fmiliar with Atuood'B studies on the effects of 
iodizing radiations on hel$oca.riotic oonidio of &karo~porar Without doing 
i~t-0 ti Of the 68pWt6, one of his ueeful findinga uua the efficfsncy vitb 
which segre&ation of h%ticdons i.s induced by r&iation. In faut, rather 
mall doses are oapable of giving mamwable increaarse in the proportion of 
no longer he3%mwiotic ~porwr I had prop0d this BomQ time a&o 2% a 
method of wwwning for nucleotoxic ag:entcs and, in fact, Zhpirlotte L~ertwh 
has been spending some mont2s with Atwood at Oak .%.&aa applyin& sWilar 
t%chrlics to the Bcretaning ofvwioma l&uQ@nic ch&c;als. me pxYmBdwe 
is not too oanplioatad to be wed by anyone familiar with the culture of 
fkWO6pOr6. It involveps the mintenanc~ of a baUnoed het%ocarion, 
preferably with rdditional colonial or odor markers for the het"roeariotic 
genotype, and then plat4.n~ treated oonidia ti exmiw the frrrction wtiiel'l 
has been mde homocariotfc by the treatmnt. In th5.s way the tecllnic ie 
not SO muoh a nwrre sensitive index of inhibition aa it is a epecific index 
of nucleotoxic effect as oompared to other w&w of inhibition, and I would 
rank a prouedure of this kind quite high rugong poeeibilities for preluafy 
screening of wenta that might be expected to have antitumor ootivityy, The 
prooedure tight ~&SO be Vdiluble for thy, biological as~w of a ~jot8.d..U.y 
active oomr;omnt. 

Aa a m6tter of fact, there is a baeturial 8yatem whiah is perhaps: th0W&i6P1Lg 
a little bit aore obsuure but uhioh in praotise I am owtain will hive exwtly 
the mme realts andwhichmightbe rather more easy to handle, specially 
for weaker went8 uhioh ought to be applied over a oonsiderable period of 
th3. Thirs is the iruiuoed haploidization of hetroeygous diploide of ls. coli 
and it is described at 8~ len&h in my 1951 Cold Sprin, Harbor rev-i&.- 
m% chief problem here would be the effective mainta3nance of suitable diplQid 
stooks, but th.irs is not really terribly difficult either, and thr wiriole 
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tsrohnicr cmn rather wily be put cm a mutinPr basica. The effsat that would 
be looked for would be the increased pmpoz%ion of lac&inus, hsploid, 
strgru&xsd out of treated oultume of a balanmd hetrencyfjoter One advm@e 
of the batzterial 6yStaaz is ita semitivity srnd we were able U 
di%@ko6e gmetic a.BffeetB of dos dietform and ahmica&sth&had quite 
mall bmtericidal effascW in Cotal. Again, I would reomend thio type 
of prooedum for the biologiml amsay only if a sispler growth inhibition 
were not readily availaa.ble for aparti.cularlyproi&,riq~ umqxxmd. al tha 
otherhand, I would thinkthatthia assay approaoh ahotidbe quite ml~ble 
in the pritasrg scrsrening of uowc @a3Rpo~ Ena& aLi mi~$-hl arus fn the 
attempts at subrtitutional thuropg-, and in fact it tight be applied 
quite 1ndepsnd~tl.y of growth inhibitory effmta if the latter happened to 
benottmpowerful. If your m%ding of the Chold Spr3.q Wbor ammmt, 
between pages 426 aaci &30 and referring to figures 7A aad 7E, sukc;eet that 
we ought to go further into this, I will give you a mre detailed prescription 
on how you might go after it. 

It 16 quit0 unlikely now that I will be going dmn2 to the mietiQc4, but if 
you can find tim for a side trip to 19adUon fmm Chiewo, we'll Le very 
glad to sm you hme. &ther my show up on the 29th. 

Your sincerely, 

Jwhua Lederberg 
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